
ATTACHMENT E 

Marked Up Replacement Claims 

Following herewith is a marked up copy of each rewritten claim together with all other 
pending claims. 

1 . (Amended) Pur i fied A purified ULIP polypeptide comprising an amino acid 
sequence selected from SEQ ID No. 2, No. 4, No. 6 and No. 8. 

2. (Amended) Purified The purified ULIP polypeptide according to Claim 1 , 
comprising the amino acid sequence SEQ ID No. 8 , the oa i d polypoptido bo i ng 
dooignatod by "POP 66" . 

3. (Amended) loolatod An isolated nucleotide acid comprising a sequence coding 
for a ULIP polypeptide of amino acid sequence SEQ ID No. 2, No. 4, No. 6 or No. 8. 

4. (Amended) Nuc l oic T he nucleic acid according to Claim 3, comprising a 
sequence selected from SEQ ID No. 1 , No. 3, No. 5 or No. 7, respectively coding fef-a 
the ULIP polypeptide of amino acid sequence SEQ ID No. 2, No. 4, No. 6 or No. 8. 

5. (Twice Amended) Nuc l e i c The nucleic acid according to Claim 4, comprising the 
nucleotide sequence SEQ ID No. 7 coding for a comprising the amino acid sequence 
SEQ ID No. 8r^ai4-pe}ypepti^e-ke^ 
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* 6. (Twice Amended) C l on i ng A cloning and/or expression vector containing a 
nucleic acid sequence according to Claim 3. 

7. (Amended) Hoot A host cell transfected by a vector according to Claim 6. 

9. (Amended) Compos i t i on A composition useful for the diagnosis of 
paraneoplastic neurnlnninal syndroms anH/nrfnr tbo.oarlv Hiannocic of tbo formation of 
tumouro, oharaotor i zod in that it compr i ooo tumors, said composition comprising a 
purified POP 66 polypeptide , aocord i ng to Cla i m 2 comprising amino acid sequence 
SEQ ID No. 8 . 

10. (Twice Amended) Uoo of a A method for using purified POP 66 ULIP 
polypeptide comprising SEQ ID No. 8 accord i ng to C l nim ? . ^derivative or biologically 
active polypeptide fragment of POP 66 thereof , or of a nucleic acid comprising the 
nucleotide sequence of SEQ ID No. 7 for detecting the presence of anti-CV2 antibodies 
in a biological sample. 

14. (Amended) Method A method f or the diagnosis of paraneoplastic neurological 
syndromes and/or for the early diagnosis of the formation of cancorouo tumouro, 
oharaotor i zod i n that auto ontibod i oo dirootod againot a POP 66 proto i n aro 
domon s trated^fl-a-teteed-sample-tekon from arHfldw&taal-k y tumors, comprising: 

the-contacting ef-a blood sample taken from an individual with a purified 
ULIP.polypeptid o (POP 66) accord i ng to C l a i m 2 , comprising SEQ ID No. 8. a derivative 
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or biologically active polypeptide fragmen t of POP 66 thereof , optionally attached to a 
support under conditions allowing the formation of specific immunological complexes 
between the SrHd-polypeptide and the auto-antibodies optionally present in the blood 
sample, and 

tho dotoct i on of tho detecting specific immunological complexes optionally 
formed, the specific i mmunological complexes being indicative of a paraneoplastic 
neurological syndrome or of a tumor . 

1 5. (Amended) -Ktt -A kit for the-diagnosis ef-in_paraneoplastic neurological 
syndromes and for tfce-g£!etjng_early diagnosis of the formation of twRews -tumors from 
a biological sample, comprising: 

at least one purified POP 66, according to Cla i m 2. ULIP polypeptide 
comprising SEQ ID No. 8. a derivative or biologically active polypeptide fragment of 
POP-66 -the ULIPpolypoptirin, optionally attached to a support, and 

means of visualization of the formation of specific antigen/antibody 
complexes between an anti-POP-66 auto-antibody and the said-purified PQP-66 -ULIP 
polypeptide, derivative or polypeptide fragment and/or means of qualification of these 
complexes. 

16. Canceled. 

17. Canceled. 
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20. (Amended) A method of diagnosing a paraneoplastic syndrome in a subject, 
said method comprising the steps of: 

contacting a sample from the subject with a POP 66 polypeptide comprising a 
purified ULIP polypeptide selected from the group consisting of amino acid SEQ ID No. 
8. a derivative or biological active polypeptide thereof , said contacting carried out under 
conditions sufficient to allow the formation of specific immunological complexes 
between the peptide and antibodies present within the sample; and 

detecting the specific immunological complexes formed; 

wherein the presence of immunological complexes is indicative of a 
paraneoplastic syndrome in said subject. 

21 . (Amended) The method of claim 20, wherein the polypeptid e is tho ontiro 
POP 66 proto i n seouence is SEQ ID No. 8 . 

22. (Amended) The method of claim 20, wherein the polypeptide is an antigenic 
fragment o f tho POP 66 protoin a polypeptide comprising amino acid seouence SEQ ID 
No. 8 . 

23. A method of diagnosing a paraneoplastic syndrome in a subject, said method 
comprising, the steps of: 

contacting a sample from the subject with a peptide capable of forming a specific 
immunological complex with an antibody, said antibody capable of forming a specific 
immunological complex with a ULIP polypeptide, wherein said contacting is carried out 
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under conditions sufficient to allow the formation of specific immunological complexes 
between the peptide and antibodies present within the sample; and 

detecting the specific immunological complexes formed; 

wherein the presence of immunological complexes is indicative of a 
paraneoplastic syndrome in said subject. 

OA ^AmPnHpHA A rootbnH of Hiannocino a noronoonloctir cwndromo in o ouhiortt 

said method comprising the steps of: 

contacting a sample from said subject with a peptide capable of forming a 
specific immunological complex with an antibody, said antibody capable of forming a 
specific immunological complex with POP 66 a polypeptide comprising amino acid 
sequence SEQ ID No. 8 . wherein said contacting is carried out under conditions 
sufficient to allow the formation of specific immunological complexes between the 
peptide and antibodies present within the sample; and 

detecting the specific immunological complexes formed between the peptide and 
antibodies in the sample; 

wherein the presence of specific immunological complexes formed between the 
peptide and antibodies is indicative of a paraneoplastic syndrome in said subject 

25. (Amended) A method of diagnosing the formation of a tumor of cancerous origin 
in a subject, said method comprising the steps of: 

contacting a sample from said subject with a POP 66 polypeptide comprising 
amino acid sequence SEQ ID No. 8 . said contacting carried out under conditions 
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sufficient to allow the formation of specific immunological complexes between the 
peptide and antibodies present within the sample; and 

detecting the specific immunological complexes formed; 

wherein the presence of immunological complexes is indicative of the formation 
of a tumor in said subject. 

26. (Amended) The method of claim 25 ; wherein the polypeptide ic tho ontiro 
POP 66 protoin comprising amino acid sequence SEQ ID No. 8 . 

27. (Amended) The method of claim 25, wherein the polypeptide is an antigenic 
fragment o f tho POP 66 protoin a polypeptide comprising amino acid sequence SEQ ID 
No. 8 . 

28. A method of diagnosing the formation of a tumor of cancerous origin in a subject, 
said method comprising the steps of: 

contacting a sample from said, subject with a ULIP polypeptide, wherein said 
contacting is carried out under conditions sufficient to allow the formation of specific 
immunological complexes between the peptide and antibodies present within the 
sample; and 

detecting the specific immunological complexes formed; 
wherein the presence of immunological complexes is indicative of the formation 
of a tumor in said subject. 
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29. (Amended) A method of diagnosing the formation of a tumor of cancerous origin 
in a subject, said method comprising the steps of: 

contacting a sample from said subject with a peptide capable of forming a 
specific immunological complex with an antibody, said antibody capable of forming a 
specific immunological complex with POP 66 a polypeptide comprising amino acid 
sequence SEQ ID No. 8 . wherein said contacting is carried out under conditions 
sufficient to allow the formation of specific immunological complexes between the 
peptide and antibodies present within the sample; and 

detecting the specific immunological complexes formed between the peptide and 
antibodies in the sample; 

wherein the presence of specific immunological complexes formed between the 
peptide and antibodies is indicative of the formation of a tumor in said subject. 

30. (Amended) A diagnostic substrate for ex vivo identifying antibodies to POP 66 a 
polypeptide comprising amino acid sequence SEQ ID No. 8 in a subject, said substrate 
comprising: 

a solid support; and 

a peptide comprising an antigenic portion of-PQP-6 6 said polypeptide . 

31 . (Amended) The substrate of claim-27- 30. wherein the support comprises animal 
brain, and wherein the antigenic portion of PQP-@€ -the polypeptide is endogenous to 
said brain. 
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32. (Amended) The substrate of claim-2? 30. wherein the antigenic portion of 
PQP-66-a polypeptide c omprising amino acid sequence of SEQ ID No. 8 is attached to 
said support. 

33. (Amended) A diagnostic kit for identifying antibodies to POP 66 a polypeptide 
comprising amino acid sequence of SEQ ID No. 8 in a subject, said kit comprising an 
antigenic portion of POP 66 said polypeptide or a derivative thereof. 

34. (Amended) The kit of claim-29 33. wherein the kit further comprises means of 
visualizing formation of PQP-6 § said oolvpeptide -antibody complexes. 

35. (Amended) The kit of claim-2033, wherein the antigenic portion of POP 66 said 
polypeptide is purified. 
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